AMENDMENT AND Rl^^SE TO RESTRICTION REQUIREMENT 

U.S. S.N 09/863,8 16 
Filed on May 23, 2001 

Attorney Docket No 06171 105027 UDX 1006 US) 

(Once Amended) A method for the treatment of a flavivirus or pestivirus infection in 
a host, comprising administering an anti-virally effective amount of a compound of 
Formula IV: 



Y 




(IV) 

or a pharmaceutical!)/ acceptable salt thereof, wherein: 

R 1 , R 2 and R 3 are independently H; mono-, di- or triphosphate; a stabilized phosphate; 
acyl; alkyl; sulfonate ester; alkyl or arylalkyl sulfonyl; methanesulfonyl; benzyl, wherein 
the phenyl group is optionally subsL u,"d with one or more substituents; a lipid; a 
phospholipid; an amino acid; 'a carbonydrate; a peptide; a cholesterol; or other 
pharmaceutically acceptable leaving group which when administered in vivo is capable of 
providing a compound wherein R 1 , R 2 and R 3 are independently H or phosphate; 
Y is hydrogen, bromo, chloro, fluoro, iodo, OR 4 , NR 4 R 5 or SR 4 ; 

X 1 is selected from the group consisting of H, straight chained, branched or cyclic alkyl, 
CO-alkyK CO-aryl, CO-alkoxyalkyl, chloro, bromo, fluoro, iodo, OR 4 , NR 4 NR 5 or SR 4 ; 
and 

R 4 and arc independently hydrogen, acyl or alkyl. 
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(Once Amended) A method for the treatment of a flavivirus or pestivirus infection in 
a host, comprising administering an anti-virally effective amount of a compound of 
Formula V: 



Y 




OR : OR 3 



(V) 

or a pharmaceutical^ acceptable salt thereof, wherein: 

R 1 , R 2 and R 3 are independently H; mono-, di- or triphosphate; a stabilized phosphate; 
acyl; alkyl; sulfonate ester; alkyl or arylalkyl sulfonyl; methanesulfonyl; benzyl, wherein 
the phenyl group is optionally substituted with one or more substituents; a lipid; a 
phospholipid; an amino acid; a carbohydrate; a peptide; a cholesterol; or other 
pharmaceutical^ acceptable leaving group which when administered in vivo is capable of 
providing a compound wherein R 1 , R 2 and R 3 are independently H or phosphate; 
X 1 is selected from the group consisting of H, straight chained, branched or cyclic alkyl, 
CO-alkyl, CO-aryl, CO-alkoxyalkyl, chloro, bromo, fluoro, iodo, OR 4 , NR 4 NR 5 or SR 4 ; 
and 

R 4 and R^ arc independently hydrogen, acyl or alkyl. 
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(Once Amended) A method for the treatment of a flavivirus or pestivirus infection in 
a host, comprising administering an anti-virally effective amount of a compound of 
Formula VI; 



Y 




OR : OR 3 



(VI) 

or a pharmaceutical^ acceptable salt thereof, wherein: 

R 1 , R 2 and R 3 are independently H; mono-, di- or triphosphate; a stabilized phosphate; 
acyl; alkyl; sulfonate ester; alkyl or arylalkyl sulfonyl; methanesulfonyl; benzyl, wherein 
the phenyl group is optionally substituted with one or more substituents; a lipid; a 
phospholipid; an amino acid; a carbohydrate; a peptide; a cholesterol; or other 
pharmaceutically acceptable leaving group which when administered in vivo is capable of 
providing a compound wherein R 1 , R 2 and R 3 are independently H or phosphate; 
Y is hydrogen, bromo, chloro, fluoro, iodo, OR 4 , NR 4 R 5 or SR 4 ; 

X 1 is selected from the group consisting of H, straight chained, branched or cyclic alkyl, 
CO-alkyl, CO-aryl, CO-alkoxyalkyl, chloro, bromo, fluoro, iodo, OR 4 , NR 4 NR 3 or SR 4 ; 
and 

R 4 and R' arc independently hydrogen, acyl or alkyl. 
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;i6^fc 



85. (Once Amended) A method for the treatment of a flavivirus or pestivirus infection in 
a host, comprising administering an anti- virall y effective amount of a compound of 
Formula VII, VIII or IX: 

Base Base Base 



R'O 




R'O 




OR- 

(VIII) 



(IX) 



or a pharmaceutical!;/ accepiaDie sail mereoi, wnerein: 
Base is a pyrimidine base; 

R 1 , R 2 and R' are independently H; mono-, di- or triphosphate; a stabilized phosphate; 
acyl; alkyl; sulfonate ester; alkyl or arylalkyl sulfonyl; methanesulfonyl; benzyl, wherein 
the phenyl group is optionally substituted with one or more substituents; a lipid; a 
phospholipid; an amino acid; a carbohydrate; a peptide; a cholesterol; or other 
pharmaceutical^ acceptable leaving group which when administered in vivo is capable of 
providing a compound wherein R 1 , R 2 and R' are independently H or phosphate; 
R 6 is hydroxy, alkyl, azido, cyano, alkenyl, alkynyl, Br-vinyl, 2-Br-ethyl, -C(0)0(alkyl), 
-O(acyl), -O(alkyl), -O(alkenyl), CF 3 . chloro, bromo, fluoro, iodo, N0 2 , NH 2 , -NH(lower 
alkyl), -NH(acyl), -N(lower alkyl) 2 , -N(acyl) 2 ; and 
XisO, S, S0 2 orCH : . 



86. (Once Amended) A method for the treatment of a flavivirus or pestivirus infection in 
a host, comprising administering an anti -virall y effective amount of a compound of 
Formula X, XI or XII: 



Rase 



R'C) N 



Base 



R'() s 



Base 



'7 



K" 

V 



or a pharmaccuticaiU acceptable salt thereot. wherein: 



XII 
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Base is a pynmidine base; 

R l , R : and R' are independently H; mono-, di- or triphosphate; a stabilized phosphate; 
acyl; alkyl; sulfonate ester; alky! or arylalkyl sulfonyl; methanesulfonyl; benzyl, wherein 
the phenyl group is optionally substituted with one or more substituents; a lipid; a 
phospholipid; an amino acid; a carbohydrate; a peptide; a cholesterol; or other 
pharmaceutically acceptable leaving group which when administered in vivo is capable of 
providing a compound wherein R 1 , R 2 and R' are independently H or phosphate; 
R 6 is hydroxy, alkyl, azido, cyano, alkenyl, alkynyl, Br-vinyl, -C(0)0(alkyl), -O(acyl), 
-OfalkvH. -O(alkenvl). chloro. bromo. fluoro, iodo, NO?, NH?, -NHOower alkyl), 
-NH(acyl), -N(lower alkyl) 2 , -N(acyl) 2 ; 

R 7 is OR 3 , hydroxy, alkyl, azido, cyano, alkenyl, alkynyl, Br-vinyl, -C(0)0(alkyl ), 
-O(acyl), -O(alkyl), -O(alkenyl), chlorine, bromine, iodine, N0 2 , NH 2 , -NH(lower alkyl), 
-NH(acyl), -N(lower alkyl) 2 , -N(acyl) 2 ; and 
XisO, S, S0 2 or CH 2 . 

(Once Amended) A method for the treatment of a flavi virus or pesti virus infection in 
a host, comprising administering an anti-virally effective amount of a compound of 
Formula XIII, XIV or XV: 




()R : OR * OR : 



(XIII) (XIV) (XV) 

or a pharmaceutically acceptable salt thereof, wherein: 
Base is a pynmidine base; 

R 1 , R : and R y are independently H; mono-, di- or triphosphate; a stabilized phosphate; 
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pharmaccutically acceptable leaving group which when administered in vivo is capable of 

providing a compound wherein R 1 , R~ and R 3 are independently H or phosphate; 

R° is hydroxy, alkyl, azido, cyano, alkenyl, alkynyl, Br-vinyl, -C(0)0(alkyl), -O(acyl), 

-O(alkyl), -O(alkenyl), chloro, bromo, fluoro, iodo, N0 2 , NH 2 , -NH(lower alkyl), 

-NH(acyl), -N(lower alkyl):, -N(acyl) 2 ; and 

XisO, S, S0 2 orCH 2 . 



(Once Amended) A method for the treatment of a flavivirus or pestivirus infection in 
a host, comprising administering an anti-virally effective amount of a compound of 
Formula XVI: 



R'O 



Base 



? 



(XVI) 

or a pharmaceutical^ acceptable salt thereof, wherein: 
Base is a pynmidine base; 

R ! and R : are independently H; mono-, di- or triphosphate; a stabilized phosphate; acyl; 
alkyl; sulfonate ester; alkyl or arylalkyl sulfonyl; methane-sulfonyl; benzyl, wherein the 
phenyl group is optionally substituted with one or more substituents; a lipid; a 
phospholipid; an amino acid; a carbohydrate; a peptide; a cholesterol; or other 
pharmaccutically acceptable leaving group which when administered in vivo is capable of 
providing a compound wherein R 1 , R : and R' are independently H or phosphate; 
R 6 is hydroxy, alkyl, azido, cyano, alkenyl, alkynyl, Br-vinyl, -C(0)0(alkyi ), -O(acyl), 
-O(alkyl), -O(alkenyl), chloro, bromo, fluoro, lodo, NO : , NH 2 , -NH(lo\ver alkyl), 
Mhacvl ). -\f lower alkvlK -\(acvlK 



iodine. \( ) , \ 1 K \ I Ii low ci alk \ i i. M h ac> 1 1. \< low ei aik\ I o. \t ac\ i i 
R " .md R ' ilf v i n dcpcndc n 1 1 \ H. alk \ I. chlorine, bromine nr iodine: 
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alternatively, R and R\ R and R !0 , R 8 and R g , or R s and R 10 can come together to form 

a bond; and 

XisO, S,SO : orCH : . 

(Once Amended) A method for the treatment of a flavivirus or pestivirus infection in 
a host, comprising administering an anti-virally effective amount of a compound of 
Formula XVII: 




R 9 R 7 
(XVII) 

or a pharmaceutically acceptable salt thereof, wherein: 
Base is a pyrimidine base; 

R 1 and R 2 are independently H; mono-, di- or triphosphate; a stabilized phosphate; acyl; 
alkyl; sulfonate ester; alkyl or arylalkyl sulfonyl; methane-sulfonyl; benzyl, wherein the 
phenyl group is optionally substituted with one or more substituents; a lipid; a 
phospholipid; an amino acid; a carbohydrate; a peptide; a cholesterol; or other 
pharmaceutically acceptable leaving group which when administered in vivo is capable of 
providing a compound wherein R 1 , R 2 and R 3 are independently H or phosphate; 
R () is hydroxy, alkyl, azido, cyano, alkenyl, alkynyl Br-vinyi, -C(0)0( alkyl), -O(acyl), 
-O(alkyl), -O(alkenyi), chloro, bromo, fluoro, iodo, N0 2 , NH : , -NH( lower alkyl), 
-NH(aeyl), -N(lovvcr alkyl):, -N(acyl) : ; 

R 7 is OR 2 , hydroxy, alkyl, azido, cyano, alkenyl, alkynyl, Br- vinyl, -C(0)0(alkyl), 
-O(acvl), -O(alkyl), -O(alkenyl), chlorine, bromine, iodine. NO : , NH : , -NH(lowcr alkyl), 
\'Hf :icvl ». -NHower alkvlK -NfacvlK 




\ ( |i \ cr alk\ I ). M 1 1 ac \ I ), \i lou cr alk \ h •. Ni ac> 1 ) 
R " h H ;;1k v ! 'hloi nnv 'M'nmme < >r mhIipc: and 
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XisO,S, SOorCH: 



(Once Amended) A method for the treatment of a flavivirus or pestivirus infection in 
a host, comprising administering an anti-virally effective amount of a compound of 
Formula XVIII: 



Base 



R 



7 



R 9 R' 

(XVIII) 

or a pharmaceutically acceptable salt thereof, wherein: 
Base is a pyrimidine base; 

R 1 and R 2 are independently H; mono-, di- or triphosphate; a stabilized phosphate; acyl; 
alkyl; sulfonate ester; alkyl or arylalkyl sulfonyl; methane-sulfonyl; benzyl, wherein the 
phenyl group is optionally substituted with one or more substituents; a lipid; a 
phospholipid; an amino acid; a carbohydrate; a peptide; a cholesterol; or other 
pharmaceutically acceptable leaving group which when administered in vivo is capable of 
providing a compound wherein R 1 , R : and R 1 are independently H or phosphate; 
R 6 is hydroxy, alkyl, azido, cyano, alkenyl, alkynyl, Br-vinyl, -C(0)0(alkyl), -O(acyl), 
-O(alkyl), -O(alkenyl), chloro, bromo, fluoro, iodo, NO : , NH : , -NHdowcr alkyl), 
-NH(acyl), -N( lower alkyl ) 2 , -N(acyl) : ; 

R is hydrogen, OR : , alkyl, alkenyl, alkynyl, Br-vinyl, O-alkenyi, chlorine, bromine, 
iodine, NO:, amino, loweralkviamino, or di(lowera!kyl )amino; 

R l) is OR 2 , alkyl alkenyl, alkynyl, Br-vinyl, O-alkenyL chlorine, bromine, iodine, NO : , 

jno, loweralkviamino, or di( loweralkyl )amino; 
k s is H, alkvl, chlorine, bromine or iodine; and 
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(Once Amended) A method for the treatment of a flavivirus or pestivirus infection in 
a host, comprising administering an antivirally effective amount of a compound of the 
structure: 



OH OH 

or a pharmaceutical^ acceptable salt thereof. 

(Once Amended) A method for the treatment of a flavivirus or pestivirus infection in 
a host, comprising administering an antivirally effective amount of a compound of the 
structure: 




O 




OH OH 



or a pharmaceutical^ acceptable salt thereof. 



• 
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% (Once Amended) A method for the treatment of a flavi virus or pesti virus infection in 
a host, comprising administering an anti virally effective amount of a compound of the 
structure: 



O 




OH OH 



or a pharmaceutically acceptable salt thereof. 



100. (Once Amended) A method for the treatment of a flavivirus or pestivirus infection in 
a host, comprising administering an anti virally effective amount of a compound of the 
structure: 




OH OH 



or a pharmaceutically acceptable salt thereof. 
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101. (Once Amended) A method for the treatment of a fiavivirus or pestivirus infection in 
a host, comprising administering an antivirally effective amount of a compound of the 
structure: 



() 




OH OH 



or a pharmaceutical^ acceptable salt thereof. 



102. (Once Amended) A method for the treatment of a fiavivirus or pestivirus infection in 
a host, comprising administering an antivirally effective amount of a compound of the 
structure: 

O 




OH OH 

or a pharmaceutical^ acceptable salt thereof. 



Please add new claims 130-146. 



130. (New) The method of any one of claims 82-90, 94-96 and 100-102, wherein the 
compound is administered in combination with a pharmaceutical!) acceptable carrier or 



suitable 1 or oral deli \ er\ 
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1^2,. (New) The method of claim 130, wherein the pharmaceutical!)/ acceptable carrier is 
suitable for intravenous delivery. 

133. (New) The method of claim 130, wherein the pharmaceutically acceptable carrier is 
suitable for parenteral delivery. 

134. (New) The method of claim 130, wherein the pharmaceutical^ acceptable carrier is 
suitable for intradermal delivery. 

135. (New) The method of claim 130, wherein the pharmaceutically acceptable carrier is 
suitable for subcutaneous delivery. 

136. (New) The method of claim 130, wherein the pharmaceutically acceptable carrier is 
suitable for topical delivery. 

137. (New ) The method of claim 130, wherein the compound is in the form of a dosage unit. 

138. (New ) The method of claim 137, wherein the dosage unit contains 10 to 1500 mg of the 
compound. 

139. (New) The method of claim 137, wherein the dosage unit is a tablet or capsule. 

140. (New) The method of claim 138, wherein the dosage unit is a tablet or capsule. 

141. (New) The method of any cv r \ ms 82-90, 94-96, 100-102 and 130-140, wherein the 
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116^^ 

20(fl^ 



142. 



143. 



(New) A method for the treatment of a flavivirus or pestivirus infection in a human, 
comprising administering an antivirally effective amount of a compound of the structure: 



N X) 




OH OH 

or a pharmaceutical^ acceptable salt thereof. 

(New) A method for the treatment of a flavivirus or pestivirus infection in a human, 
comprising administering an antivirally effective amount of a compound of the structure: 

O 



HO 




CH 3 
OH OH 

or a pharmaceutical^ acceptable salt thereof. 



144. (New) A method for the treatment of a flavivirus or pestivirus infection in a human, 
comprising administering an antivirally effective amount of a compound of the structure: 




N () 
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2(X^P 



.145. 



((New) A method for the treatment of a flavi virus or pesti virus infection in a human, 
comprising administering an anti virally effective amount of a compound of the structure: 



N O 




146. 



OH OH 

or a pharmaceutical^ acceptable salt thereof. 

(New) A method for the treatment of a flavivirus or pestivirus infection in a human, 
comprising administering an anti virally effective amount of a compound of the structure: 




OH OH 

or a pharmaceutical^ acceptable salt thereof. 



147. (New) A method for the treatment of a flavivirus or pestivirus infection in a human, 

comprising administering an antivirally effective amount of a compound of the structure: 



() 

*NH 



HO 




n|! mm 



